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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. claims: 1-4,11,12,14-17,19,20 (all partially) 

A polypeptide comprising a modified ligand binding domain of 
hER-alpha, a transcription factor comprising the same, a 
polynucleotide encoding the same, a host cell comprising 
said polynucleotide, an orthogonal gene switch comprising 
said transcription factor and a vector comprising a target 
gene fused to a regulatory domain which is recognised by the 
transcription factor, said switch further comprising a 
ligand, a method for making such a gene switch comprising 
creating a library of transcription factors containing 
modified ligand binding domains and screening inactive 
ligand analogues for the ability to activate the modified 
transcription factors and wherein the polypeptide comprises 
SEQ ID NO. 2. 



2. claims: 1-3,5,6,11,12,14-17,19,20 (all partially) 

As Invention 1, but with regard to SEQ ID NOs. 3-15. 



3. claims: 1-3,7,8,11-17,19,20,23-25 (all partially) 

As Invention 1, but having regard to SEQ ID NOs. 16-28. 



4. claims: 1-3,9-20,23,24,26 (all partially) 

As Invention 1, but having regard to SEQ ID NOs . 29-41 and 
43. 



5. claims: 27,28,30,32-39 

A method of making an orthogonal gene switch, the method 
comprising selecting a ligand binding domain from a nuclear 
hormone receptor and constructing a library of transcription 
factors by mutating amino acid residues that hinder the 
binding of a selected inactive hormone analogue. 



6. claims: 21,22,29,31 

A compound that binds to and activates a transcription 
factor comprising a DNA-binding domain, a modified 
ligand-binding domain according to the invention and a 
transcription regulatory domain, a compound according to 
CMP1 or CMP4-38, a method for making inactive analogues of 
hormones . 
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Continuation of Box I I. 2 
Claims Nos.: 21 (partially) 



Present claim 21 relates to a product defined by reference to a 
desirable characteristic or property, namely a compound that binds to 
and activates the transcription factor of claim 12. 
The claims cover all compounds having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT for only a 
very limited number of such compounds. In the present case, the claims 
so lack support, and the application so lacks disclosure, that a 
meaningful search over the whole of the claimed scope is impossible. 
Independent of the above reasoning, the claims also lack clarity 
(Article 6 PCT). An attempt is made to define the compound by reference 
to a result to be achieved. Again, this lack of clarity In the present 
case is such as to render a meaningful search over the whole of the 
claimed scope impossible. Consequently, the search has been carried out 
for those parts of the claims which appear to be clear, supported and 
disclosed, namely those parts relating to the compoundsCMPl and CMP4-38 

The applicant's attention is drawn to the fact that claims relating to 
inventions in respect of which no international search report has been 
established need not be the subject of an international preliminary 
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO 
policy when acting as an International Preliminary Examining Authority is 
normally not to carry out a preliminary examination on matter which has 
not been searched. This is the case irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds into the regional phase 
before the EPO, the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI, 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome . 
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